United States Patent and Trademark Ofhce 



UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark OtBce 

Address: COMMISSIONER FOR PATENTS 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. CONFIRMATION NO. 



10/574,135 



10/18/2006 



30652 7590 09/24/2008 

conley rose, p.c. 

5601 granite parkway, suite 750 

PLANO, TX 75024 



WESTERBERG, NISSA M 



PAPER NUMBER 



DELIVERY MODE 



Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 



PTOL-90A (Rev. 04/07) 



KJttiVrXi nvrliyjts OUff Iff fcff Jr 


Application No. 

10/574,135 


Applicant(s) 

LULLA ET AL. 


Examiner 

Nissa M. Westerberg 


Art Unit 
1618 





- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 
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1 )^ Responsive to communication(s) filed on 7/25/08 . 
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3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
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DETAILED ACTION 

Election/Restrictions 

1 . Applicant's election with traverse of alendronic acid in tlie reply filed on July 25, 
2008 is acknowledged. Applicant traverse the species election requirement on the 
basis that the Examiner's alleged species do not represent species but in fact represent 
individual compounds within a species because each of the alleged species can contain 
contain only one member. Also, the examiner has failed to establish lack of unity and 
the combination as recited in independent claim 1 serves as both the common and 
special technical feature that is generic to the alleged species. The rationale presented 
in paragraph 3 of the Restriction Requirement is insufficient and it appears that the 
Examiner is impermissibly applying U.S. restriction practice to this national stage PCT 
application. 

These arguments are not persuasive. In the instant application, "bisphosphonic 
acid derivatives" is the genus, which is composed of various species, which in the 
instant case are different, single chemical compounds. The genus of "bisphosphonic 
acid derivatives" is broad and includes derivatives, prodrugs, solvates and/or hydrates 
of the compounds, and the first two in particular could significantly alter the structure of 
the compound being recited. 

The requirement is still deemed proper and is therefore made FINAL. 
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Comments and Notes 

2. Claim 25 adds additional limitations to the "binder" of claim 1 . Claim 1 recites the 
required presence of "an aqueous binder". While there are no other binders are recited 
in claim 1 to cause confusion regarding which ingredient is being specified in claim 25, it 
is kindly suggested that claim 25 be amended to recite "the aqueous binder". 

Claim Objections 

3. Claims 22 and 23 are objected to because of the following informalities: it 
appears that a typographical error is present in the name of the compound "sodium 
starch glycollate." Appropriate correction is required. 

Claim Rejections - 35 USC §112- 1^* Paragraph 

4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification sliall contain a written description of tine invention, and of tine manner and process of 
mailing and using it, in sucli full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

5. Claims 1 - 3 and 1 1 - 35 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
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convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. None of the derivatives, prodrugs, 
solvates or hydrates other than the compounds specifically named, either in the 
specification or claims, meet the written description provision of 35 USC § 1 12, first 
paragraph, due to lacking chemical structural information for what they are and 
chemical structures are highly variant and encompass a myriad of possibilities. The 
specification provides insufficient written description to support the genus of derivatives 
or prodrugs of bisphosphonic acid encompassed by the claim, since there is no 
description of the structural relationship of these derivatives provided in the specification 
and Applicant has not provided a description as to how the base molecule may be 
changed while remaining a derivative or prodrug. The stoichiometry of the solvate or 
hydrate and nature of the solvate used have not been described to such a extent to 
support the full genus of hydrates or solvates beyond the specific hydrates explicitly 
named, such as alendronate sodium trihydrate. 



Claim Rejections - 35 USC §112 2"^^ Paragraph 



6. The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

7. Claim 34 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. The term "substantially free of degradation products" is a 



Application/Control Number: 10/574,135 Page 5 

Art Unit: 1618 

relative plirase wliicli renders the claim indefinite. The term "substantially free" is not 
defined by the claim, the specification does not provide a standard for ascertaining the 
requisite degree, and one of ordinary skill in the art would not be reasonably apprised of 
the scope of the invention. What level of degradation products would render the 
composition no longer substantially free of degradation products and/or over what time 
period the compositions contained an acceptable level of degradation products is not 
defined in the claim or in the specification. 

8. Claim 35 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. The term "intimately mixing" is a relative term which renders 
the claim indefinite. The term "intimately" is not defined by the claim, the specification 
does not provide a standard for ascertaining the requisite degree, and one of ordinary 
skill in the art would not be reasonably apprised of the scope of the invention. What 
level of mixing and/or level of association between the bisphosphonic acid derivative 
and at least one carbohydrate alcohol is required to achieve an "intimate mix" of these 
components is not defined in the claim or the specification. 

Claim Rejections - 35 USC § 102 



9. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

1 0. Claims 1 - 3, 1 1 - 22, 25 - 32 and 34 are rejected under 35 U.S.C. 1 02(b) as 
being anticipated by Jasprova (WO 02/03963). 

Jasprova discloses a tablet obtained by direct compression of alendronic acid or 
its pharmaceutically acceptable salts, a diluent, a dry binder, a disintegrating agent and 
a lubricant wherein the diluent is a combination of at two diluents except lactose (p 8, H 
3). Lactose is known to interact with sodium alendronate, especially in the presence of 
water, to hasten its degradation (p 2, H 3). The at least two diluents except for lactose 
comprise 20 - 80% by weight of the tablet of microcrystalline or pulverized cellulose or 
calcium hydrogenphosphate and 0.001 to 50% by weight of mannitol (a carbohydrate 
alcohol), modified starches and phosphates or hydrogenphosphate or alkali or alkaline 
earth metals (p 8, 1|4). A preferred composition is 10 - 50% by weight mannitol and 30 - 
70% by weight microcrystalline cellulose (MCC; p 9, IjS). However, a modified starch 
together with mannitol also results in a product with appropriate quality (p 10, H 3). In 
formulations 3A - 3D (p 13, H 6 - p 14), compositions including about 8.5% starch by 
weight are prepared, about 10% by weight bisphosphonic acid compound, varying 
amounts of mannitol (65%, 30%, 20% and 10%) and granulated MCC (15%, 50%, 60% 
and 70%) and 1% by weight of the lubricant/glidant magnesium stearate is used. 

Shown on p 17 are data regarding the stability over time for the various 
formulations indicating that at 3 and 6 months, the amount of active ingredient in the 
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tablets was the same as when first prepared, indicating a lack of formation of 
degradation products as required in claim 34. 



Claim Rejections - 35 USC § 103 



1 1 . The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary sl<ill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 



12. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 



13. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 



14. Claims 1 - 3 and 1 1 - 34 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Jasprova (WO 02/03963) in view of Flash-Ner-Barak et al. (WO 
02/00204). 

Jasprova discloses a tablet obtained by direct compression of alendronic acid or 
its pharmaceutically acceptable salts, a diluent, a dry binder, a disintegrating agent and 
a lubricant wherein the diluent is a combination of at two diluents except lactose (p 8, H 
3). Lactose is known to interact with sodium alendronate, especially in the presence of 
water, to hasten its degradation (p 2, 1| 3). The at least two diluents except for lactose 
comprise 20 - 80% by weight of the tablet of microcrystalline or pulverized cellulose or 
calcium hydrogenphosphate and 0.001 to 50% by weight of mannitol (a carbohydrate 
alcohol), modified starches and phosphates or hydrogenphosphate or alkali or alkaline 
earth metals (p 8, 1|4). A preferred composition is 10 - 50% by weight mannitol and 30 - 
70% by weight microcrystalline cellulose (MCC; p 9, 1|3). However, a modified starch 
together with mannitol also results in a product with appropriate quality (p 10, H 3). In 
formulations 3A - 3D (p 13, 1| 6 - p 14), compositions including about 8.5% starch by 
weight are prepared, about 10% by weight bisphosphonic acid compound, varying 
amounts of mannitol (65%, 30%, 20% and 10%) and granulated MCC (15%, 50%, 60% 
and 70%) and 1% by weight of the lubricant/glidant magnesium stearate is used. 
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Shown on p 17 are data regarding the stability over time for the various 
formulations indicating that at 3 and 6 months, the amount of active ingredient in the 
tablets was the same as when first prepared, indicating a lack of formation of 
degradation products as required in claim 34. 

Jasprova does not disclose a capsule formulation or the use of sodium starch 
glycolate as the dislntegrant. 

Flash-Ner-Barak et al. discloses that when formulating a tablet or capsule, the 
other excipients present in rapidly expanding pharmaceutical composition are 
determined, in part, by whether a tablet or capsule is being formulated (p 9, 1|3). Flash- 
Ner-Barak et al. also discloses that the inventive composition includes a 
superdisintegrant, disintegrants which swell upon contact with water, such as sodium 
starch glycolate (p 6, H 3). The swelling of the dosage form provides a dosage form that 
remains in the stomach for an extended period of time and over time, particles of the 
dosage form degrade or erode away and enter the small intestine (p 8, H 2), providing a 
delayed release of the active ingredient to the upper Gl tract where alendronate is best 
absorbed (p 4, H 4). The amount of superdisintegrant can vary from about 10% to about 
75% by weight (p 7, H 3). 

It would have been obvious to one of ordinary skill in the art to prepare a dosage 
form as taught by Jasprova using alendronic acid, no lactose, MCC and mannitol which 
exhibits excellent stability of the active ingredient over time, and to use the 
superdisintegrant sodium starch glycolate in a tablet or capsule dosage form, taught by 
Flash-Ner-Barak et al. to allow for a dosage form which swells in the stomach and 
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allows for the delayed release of the active ingredient to the upper Gl tract for better 
absorption of the active ingredient over time. 

15. Claims 1 - 3 and 1 1 - 35 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Jasprova and Flash-Ner-Barak et al. as applied to claims 1-3 and 
1 1 - 34 above, and further in view of Katdare et al. (WO 95/29679). 

Jasprova and Flash-Ner-Barak et al. disclose tablet or capsule composition of 
bisphosphonic acid derivatives such as alendronic acid that can comprise MCC, 
mannitol, a superdisintegrant such as sodium starch glycolate and magnesium stearate. 
In both references, the dry ingredients are mixed together in a dry state. 

Neither reference discloses the mixing of the active ingredient with the 
carbohydrate alcohol, followed by a wet granulation process. 

Katdare et al. discloses a process comprising forming a powder blend of the 
bisphosphonic acid active ingredient with diluents, wet granulating the powder blend 
with water to form granules, which are then dried and the compressed into the desired 
tablet form with a lubricant (p 2, In 10 - 24). The carbohydrate alcohol mannitol is 
disclosed as a preferred diluent (p 5, In 32 - 33). 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to use the wet granulation procedure of Katdare et al. to prepare the 
pharmaceutical dosage form as taught by Jasprova and Flash-Ner-Barak et al. as all of 
the formulations prepare dosage forms of overlapping constituents. 
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Conclusion 



Any inquiry concerning tliis communication or earlier communications from tine 
examiner should be directed to Nissa M. Westerberg whose telephone number is 
(571)270-3532. The examiner can normally be reached on M - F, 8 a.m. - 4 p.m. ET. If 
attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571) 272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 
NMW 



